Claim Amendments 

Please amend the claims as follows: 

Cancel claims 1-68 without prejudice or admission, and add new claims 69 - 1 17 
as follows: 

1 . (Canceled herewith) 

2. (Canceled herewith) 



3. (Canceled herewith) 



4. (Canceled herewith) 



5. (Canceled herewith) 



6. (Canceled herewith) 



7. (Canceled herewith) 



8. (Canceled herewith) 



9. (Canceled herewith) 



10. (Canceled herewith) 
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11. 



(Canceled herewith) 



12. (Canceled herewith) 

13. (Canceled herewith) 

14. (Canceled herewith) 

15. (Canceled herewith) 

16. (Canceled herewith) 

17. (Canceled herewith) 

18. (Canceled herewith) 

19. (Canceled herewith) 

20. (Canceled herewith) 

21 . (Canceled herewith) 
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22. 



(Canceled herewith) 



23. (Canceled herewith) 

24. (Canceled herewith) 

25. (Canceled herewith) 

26. (Canceled herewith) 

27. (Canceled herewith) 

28. (Canceled herewith) 

29. (Canceled herewith) 

30. (Canceled herewith) 

31. (Canceled herewith) 

32. (Canceled herewith) 

33. (Canceled herewith) 
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34. (Canceled herewith) 



35. (Canceled herewith) 

36. (Canceled herewith) 

37. (Canceled herewith) 

38. (Canceled herewith) 

39. (Canceled herewith) 

40. (Canceled herewith) 

41 . (Canceled herewith) 

42. (Canceled herewith) 

43. (Canceled herewith) 

44. (Canceled herewith) 
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45. 



(Canceled herewith) 



46. (Canceled herewith) 

47. (Canceled herewith) 

48. (Canceled herewith) 

49. (Canceled herewith) 

50. (Canceled herewith) 

51. (Canceled herewith) 

52. (Canceled herewith) 

53. (Canceled herewith) 

54. (Canceled herewith) 

55. (Canceled herewith) 

56. (Canceled herewith) 
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57. (Canceled herewith) 



58. (Canceled herewith) 

59. (Canceled herewith) 

60. (Canceled herewith) 

61 . (Canceled herewith) 

62. (Canceled herewith) 

63. (Canceled herewith) 

64. (Canceled herewith) 

65. (Canceled herewith) 

66. (Canceled herewith) 

67. (Canceled herewith) 
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68. (Canceled herewith) 



69. ^ew) An antibody that is capable of binding human CTLA4, which 
antibody comprises a heavy chain variable region having a contiguous amino acid 



\ 

V 



sequence encoded by a human V H 3-30.3 or V H 3-33 gene, said human V H 3-30.3 or 
V H 3-33 gene having at least one mutation shown in Figure 6. 



\ 



70. (New) An antibody according to claim 69, wherein said antibody binds 
human CTLA4 with a binding affinity of about 10 9 M" 1 or greater. 

V 
\ 

\ 

\ 

71 . (New) An antibody according to claim 69, wherein said antibody does not 



bind CTLA4 from mouse. \ 



72. (New) An antibody according to claim 69, wherein said antibody binds 
CTLA4 from cynomolgus monkey. \ 



73. (New) An antibody according to claim 69, which antibody reduces binding 

of human CTLA4 to B7-1 by at least 50% when the concentration of antibody is at least 

\ 

about 1 ^g/mL. \ 

\ 

\ 
\ 
\ 
\ 

74. (New) An antibody according to claim 69, whidh antibody reduces binding 

\ 

of human CTLA4 to B7-2 by at least 50% when the concentration of antibody is at least 

about 1 /zg/mL \^ 
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75. (New) An antibody according to claim 69 wherein the contiguous amino 

acid sequence encoded by the human V H 3-30.3 or V H 3-33 gene comprises at least 

\ 

one CDR ah\\no acid sequence selected from the group consisting of SEQ ID NOS:27- 

\ 

28, 32-34 and 3^-39. 

\ 

\ 

76. (New) M\ antibody according to claim 69, wherein the contiguous amino 

\ 

\ 

acid sequence encoded bV the human V H 3-30.3 or V H 3-33 gene comprises an amino 
acid sequence selected from the group consisting of SEQ ID NOS:17, 19 and 23. 

\ 

77. (New) An antibody according to claim 69, which antibody further 

\ 

comprises a light chain variable region paving a contiguous amino acid sequence 

\ 

encoded by a human V K A-27 or V K L-15 gene, said human V K A-27 or V K L-15 gene 
having at least one mutation shown in Figure^. 

\ 

\ 

78. (New) An antibody according to clain\ v 77, wherein the contiguous amino 

\. 

acid sequence encoded by the human V« A-27 or Vk L\15 gene comprises at least one 

\ 

CDR amino acid sequence selected from the group consisting of SEQ ID NOS:24-26, 

\ 

29-31 and 35-36. \ 

\ 

v 
\ 

\ 

\ 

\ 

\ 

79. (New) An antibody according to claim 77, wherein the contiguous amino 
acid sequence encoded by the human V K A-27 or V K L-15 gene comprises an amino 

acid sequence selected from the group consisting of SEQ ID NOS:7, 9 ahd 13. 
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80. (New) An antibody that is capable of binding human CTLA4, which 
antibody comprises a light chain variable region having a contiguous amino acid 
sequence encoded by a human V K A-27 or V K L-15 gene, said human V K A-27 or V K L- 
15 gene having at least one mutation shown in Figure 5. 



81 . (New) Ap antibody according to claim 80, wherein said antibody binds 

\ 

human CTLA4 with a binding affinity of about 10 9 M" 1 or greater. 

\ 

82. (New) An antibody, according to claim 80, wherein said antibody does not 
bind CTLA4 from mouse. \ 

\ 

83. (New) An antibody accordihcj to claim 80, wherein said antibody binds 

\ 

CTLA4 from cynomolgus monkey. \ 

\ 

\ 

\ 

84. (New) An antibody according to clairr^80, which antibody reduces binding 
of human CTLA4 to B7-1 by at least 50% when the concentration of antibody is at least 
about 1 /ig/mL 

\ 

85. (New) An antibody according to claim 80, which ^itibody reduces binding 

\ 

of human CTLA4 to B7-2 by at least 50% when the concentration b{ antibody is at least 
about 1 /xg/mL 
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86. (New) An antibody according to claim 80, wherein the contiguous amino 
acid^equence encoded by the human V K A-27 or V K L-15 gene comprises at least one 
CDR amino acid sequence selected from the group consisting of SEQ ID NOS:24-26, 
29-31 and 35-36. 



\ 

87. (NeV) An antibody according to claim 80, wherein the contiguous amino 

\ 

acid sequence encoded by the human V K A-27 or V K L-15 gene comprises an amino 

acid sequence selected from the group consisting of SEQ ID NOS:7, 9 and 13. 

\ 

\ 
\ 

88. (New) An antiBfcdy according to claim 80, which antibody further 
comprises a heavy chain variab)^ region having a contiguous amino acid sequence 
encoded by a human V H 3-30.3 or Vh 3-33 gene, said human V H 3-30.3 or V H 3-33 gene 

having at least one mutation shown iri\Figure 6. 

\ 

\ 

\ 

89. (New) An antibody according\o claim 88, wherein the contiguous amino 

\ 

acid sequence encoded by the human V H 3-30\3 or V H 3-33 gene comprises at least 

\ 

one CDR amino acid sequence selected from the^roup consisting of SEQ ID NOS:27- 
28, 32-34 and 37-39. \ 



90. (New) An antibody according to claim 88, wherein the contiguous amino 
acid sequence encoded by the human V H 3-30.3 or V H 3-33^ene comprises an amino 



acid sequence selected from the group consisting of SEQ ID NO§:17, 19 and 23. 
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91 . (New) A human antibody that binds human CTLA4 with a binding affinity 
of about 10Nyr 1 or greater. 

\ 

\ 

\ 

\ 

92. (New) An antibody according to claim 91 that does not bind CTLA4 from 

\ 

mouse. \ 

\ 

\ 

\ 

93. (New) An antibody according to claim 91 , wherein said antibody binds 

CTLA4 from cynomolgus monkeiy. 

\ 

\ 

94. (New) An antibody according to claim 91 , which antibody reduces binding 



of human CTLA4 to B7-1 by at least 50%N^hen the concentration of antibody is at least 

\ 

about 1 /ig/mL \ 



v 

\ 
\ 

95. (New) An antibody according to clainci^91 , which antibody reduces binding 
of human CTLA4 to B7-1 by at least 50% when the cdncentration of antibody is at least 
about 1 /xg/mL. 



96. (New) An antibody according to claim 91 , which antibody comprises a 
heavy chain variable region having a contiguous amino acid sequence encoded by a 
human V H 3-30.3 or V H 3-33 gene, said hufi\an V H 3-30.3 or V H 3-33 gene having at 
least one mutation shown in Figure 6. 
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(New) An antibody according to claim 96, wherein the contiguous amino 
acid sequence encoded by the human V H 3-30.3 or V H 3-33 gene comprises at least 
one CDR arrikjo acid sequence selected from the group consisting of SEQ ID NOS:27- 
28, 32-34 and 37r39. 

\ 

98. (New) Ar\antibody according to claim 96, wherein the contiguous amino 
acid sequence encoded b^the human V H 3-30.3 or V H 3-33 gene comprises an amino 
acid sequence selected from\he group consisting of SEQ ID NOS:17, 19 and 23. 

\ 

99. (New) An antibody according to claim 96, which antibody further 
comprises a light chain variable region having a contiguous amino acid sequence 
encoded by a human V K A-27 or V K L-1 5, gene, said human V K A-27 or V K L-1 5 gene 
having at least one mutation shown in Figure 5. 



V 

\ 

100. (New) An antibody according to cl^im 99, wherein the contiguous amino 

acid sequence encoded by the human V K A-27 or L-1 5 gene comprises at least one 

\ 

CDR amino acid sequence selected from the group consisting of SEQ ID NOS:24-26, 

\ 

29-31 and 35-36. \ 

\ 
\ 

\ 

101 . (New) An antibody according to claim 99, wherem the contiguous amino 
acid sequence encoded by the human V K A-27 or V K L-1 5 gene comprises an amino 
acid sequence selected from the group consisting of SEQ ID NOS:7^ and 13. 
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102. \New) An antibody according to claim 91 , which antibody comprises a 
light chain variable region having a contiguous amino acid sequence encoded by a 
human V K A-27 or\A< L-1 5 gene, said human V K A-27 or V K L-1 5 gene having at least 
one mutation shown inyFigure 5. 

103. (New) An antibody according to claim 102, wherein the contiguous amino 
acid sequence encoded by theNhuman V K A-27 or V K L-1 5 gene comprises at least one 
CDR amino acid sequence selected from the group consisting of SEQ ID NOS:24-26, 
29-31 and 35-36. 

104. (New) An antibody accordir\g to claim 102, wherein the contiguous amino 
acid sequence encoded by the human V K A\27 or V K L-1 5 gene comprises an amino 
acid sequence selected from the group consisting of SEQ ID NOS:7, 9 and 13. 

105. (New) An antibody according to clairr\l02, which antibody further 

\\ 
\\ 

comprises a heavy chain variable region having a co^\tiguous amino acid sequence 
encoded by a human V H 3-30.3 or V H 3-33 gene, said h^man V H 3-30.3 or V H 3-33 gene 
having at least one mutation shown in Figure 6. \ 



106. (New) An antibody according to claim 105, wher^jp the contiguous amino 
acid sequence encoded by the human V H 3-30.3 or V H 3-33 gene\omprises at least 
one CDR amino acid sequence selected from the group consisting o\§EQ ID NOS:27- 
28, 32-34 and 37-39. 
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107. (t^ew) An antibody according to claim 105, wherein the contiguous amino 
acid sequence encoded by the human V H 3-30.3 or V H 3-33 gene comprises an amino 

acid sequence selected from the group consisting of SEQ ID NOS:17, 19 and 23. 

\ 

\ 

"108. (New) A human antibody comprising: 

\ 

(a) a heavy chain Variable amino acid sequence encoded by a nucleic 
acid that hybridizes under stringent conditions to the complement of 
SEQ ID NO: 16; and\ 

(b) a light chain variable amino acid sequence encoded by a nucleic 
acid that hybridizes under ^ringent conditions to the complement of 
SEQ ID NO:6, 




wherein said stringent conditions comprise hybridization in buffer comprising 5 x SSC 
and 0.1 % SDS at 65 °C with a wash of 0.2, x SSC and 0.1 % SDS at 65 °C, and 
wherein said antibody is capable of binding to CTU^4. 

\ 

\ 

109. (New) A human antibody comprising: \^ 

(a) a heavy chain variable amino acid sequence^encoded by a nucleic 
acid that hybridizes under stringent conditions \p the complement of 
SEQ ID NO:18; and 

(b) a light chain variable amino acid sequence encoded by a nucleic 
acid that hybridizes under stringent conditions to the complement of 

SEQ ID NO:8, \ 
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wherein ^id stringent conditions comprise hybridization in buffer comprising 5 x SSC 
and Ol 1 % SDS at 65 °C with a wash of 0.2 x SSC and 0. 1 % SDS at 65 °C, and 
wherein said aptibody is capable of binding to CTLA4. 



110. (New\ A human antibody comprising: 

\ 

(a) a heav^hain variable amino acid sequence encoded by a nucleic 
acid that hybridizes under stringent conditions to the complement of 

SEQIDNO:^2; and 

\ 

(b) a light chain viable amino acid sequence encoded by a nucleic 

\ 

acid that hybridiztes under stringent conditions to the complement of 
SEQ ID NO:12, \ 

wherein said stringent conditions cc^prise hybridization in buffer comprising 5 x SSC 

and 0.1% SDS at 65 °C with a vyash of 0.2 x SSC and 0.1% SDS at 65 °C, and 

\ 

\ 

wherein said antibody is capable of binding to CTLA4. 

111. (New) A human antibody domp^jsing: 

(a) a heavy chain variable amino acid^equence having at least 80% 

\ 

amino acid residue identity with the anpino acid sequence set forth 
inSEQIDNO:17; and 

(b) a light chain variable amino acid sequenceViaving at least 80% 
amino acid residue identity with the amino ac\i sequence set forth 
in SEQIDNO:7, 

where irfsaicT a n ti bod yTs~ca pa b le~of binding to B-TLA4: 
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112. (N^w) A human antibody comprising: 

(a) a he^avy chain variable amino acid sequence having at least 80% 
aminoWid residue identity with the amino acid sequence set forth 



inSEQIpNO:19; and 
(b) a light chaify/ariable amino acid sequence having at least 80% 
amino acid r^$idue identity with the amino acid sequence set forth 
in SEQ ID NO:^ 
wherein said antibody is capably of binding to CTLA4. 

i 

1 1 3. (New) A human antibody comprising: 

(a) a heavy chain variable amino acid sequence having at least 80% 

\ 

amino acid residue identity with the amino acid sequence set forth 

\ 

in SEQ ID NO:23; and \ 

(b) a light chain variable amino afcid sequence having at least 80% 

amino acid residue identity with yie amino acid sequence set forth 

in SEQ ID NO:13, \ 

\ 

wherein said antibody is capable of binding to CTl^4. 



114. (New) An antibody selected from the group consisting of 10D1 , 4B6 and 

11E2. 
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115\ (New) An antibody comprising: 

(a) a. heavy chain variable amino acid sequence having the amino acid 
1*7 sequence set forth in SEQ ID NOS:19; and 

( b ) a light^l 



if 



a light chain variable amino acid sequence having the amino acid 
sequence ^et forth in SEQ ID NO:9. 



116. (New) An antibody comprising: 

t0 *v ( a ) a heavy chain variable amino acid sequence having the amino acid 

> 

sequence set forth in ID NOS:17; and 
(b) a light chain variable amihc^ acid sequence having the amino acid 



sequence set forth in SEQ IDNMO:?. 

\ 

\ 

1 1 7. (New) An antibody comprising: \ 

(a) a heavy chain variable amino acid sequence having the amino acid 

\ 

sequence set forth in SEQ ID NOS:23; anc 

(b) a light chain variable amino acid sequence havHig the amino acid 
sequence set forth in SEQ ID NO:13. 
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